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Multiple sclerosis (MS) is an inflammatory and degenerative central nervous system disease. 
There is accumulating evidence that the inflammatory activity is responsible for nervous 
tissue degeneration and disability development, especially during the early phases of MS. The 
rate of inflammation or disease activity is reflected in relapses and lesion formation on 
magnetic resonance imaging (MRI) and subsequently in residual disability and atrophy 
development. Experience from two decades of therapeutic interventions in relapsing-remitting 
(RR) MS shows that immunomodulatory and immunosuppressive drugs reduce disease 
activity and there seems to be an effect also on the rate of disease progression. Thus, disease-
modifying therapies (DMTs) reduce CNS inflammation and change the clinical course and 
prognosis of MS. Currently, patient assessment for treatment decisions in clinical practice is 
based almost entirely on clinical and MRI measures. However, to predict disability 
development, degeneration and therapeutic response, the development of biomarkers that 
reflect disease activity, meaning inflammatory activity and the intensity of the axonal injury 
process, is essential.  
 
In the current issue of Multiple Sclerosis Journal, Sellebjerg et al. publish a paper in which 
they examine the ability of cerebrospinal fluid (CSF) biomarkers that either reflect 
neuroaxonal injury (neurofilament light, NfL), demyelination (myelin basic protein, MBP) or 
immune activation (matrix metalloproteinase 9 [MMP-9] and C-X-C motif chemokine ligand 
13 [CXCL13]) to detect disease activity in primary (n=26) and secondary (n=26) progressive 
MS.1 The results were compared to those obtained in 24 healthy controls. The authors show 
that both MS groups had increased concentrations of most biomarkers, and that there was no 
difference in marker levels between the primary and secondary progressive MS subtypes, 
suggesting similarities in underlying disease mechanisms, in line with a similar clinical 
progression rate in these patient groups. Moreover, they showed that increased CSF MMP-9 
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and CXCL13 identified a subset of patients who would have been defined as inactive by 
clinical and/or MRI consensus criteria, but showed a significantly higher CSF NfL 
concentration and IgG-index. On the basis of the data, the authors hypothesise that these CSF 
biomarkers are more sensitive than clinical and MRI criteria to low-grade disease activity in 
MS. Including CSF biomarkers in the criteria would thus help identifying patients with such 
ongoing neurodegenerative and neuroinflammatory disease activity. 
 
Earlier studies have shown that CSF NfL concentration decreases in response to successful 
treatment, both in relapsing remitting2 and primary progressive3 disease. Similar results have 
been published for CXCL13,2 whereas CSF MMP-9 and MBP changes in response to DMT 
remain unknown. A drawback with CSF examination as a read-out to evaluate treatment 
response, i.e., reduced disease activity, is that it necessitates repeated lumbar punctures, which 
some patients (and clinicians) find challenging. Recent large-scale studies, however, 
identified risk factors for post-lumbar puncture complications,4 and international consensus 
criteria to optimise the procedure and minimise complication risks have been developed.5 
These standard operating procedures make repeated CSF examination feasible, also in clinical 
practice. Nevertheless, recent developments in ultrasensitive measurement techniques have 
made it possible to monitor the levels of some biomarkers for MS disease activity in blood.  
 
A general challenge with blood-based measurements, however, is that the biomarker 
concentration may reflect release from extra-cerebral sources rather than changes in the brain. 
In MS, it has proven very hard to detect an inflammatory profile in the blood that reliably 
reflects the inflammatory process in the brain due to release of the biomarkers from immune 
cells in the blood;6 more sensitive assays are unlikely to solve this problem. However, CNS-
enriched proteins, such as NfL, may be detected in the blood at very low concentrations. Now, 
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an ultrasensitive assay for NfL based on Single molecule array technology is available. The 
assay allows for quantification of NfL down to subfemtomolar concentrations,7 is 25-fold as 
sensitive as an earlier electrochemiluminescence-based method for NfL,8 and provides results 
that correlate closely with CSF concentrations.7,8 MS patients have increased serum or plasma 
concentrations of NfL in active disease and the concentrations are normalised in response to 
effective treatment.9,10 These results support the value of serum NfL as a sensitive and 
clinically meaningful blood biomarker to monitor disease activity and the effects of therapies 
in MS. In regards to CXCL13 and MMP-9, biomarker release from extra-cerebral sources is 
likely to surpass any concentration change in plasma of relevance to the brain. However, in 
clinical practice one could envision that patients with MS may undergo a detailed examination 
in a specialist centre with thorough clinical, imaging and CSF examinations so that their 
specific stage or subtype of MS can be diagnosed and the optimal treatment selected. They 
could then undergo follow-up with repeated blood tests for disease activity (NfL may be the 
most promising biomarker for this purpose at present) to make sure that the treatment is the 
right one and that it is dosed until disease activity is no longer detectable. This may open a 
new era for monitoring treatment efficacy and disease activity in MS. 
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